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THE REPLY FILED 12 August 2008 FAILS TO PLACE THIS APPLICATION IN CONDITION FOR ALLOWANCE. 

1 . £3 The reply was filed after a final rejection, but prior to or on the same day as filing a Notice of Appeal. To avoid abandonment of this 

application, applicant must timely file one of the following replies: (1 ) an amendment, affidavit, or other evidence, which places the 
application in condition for allowance; (2) a Notice of Appeal (with appeal fee) in compliance with 37 CFR 41 .31 ; or (3) a Request 
for Continued Examination (RCE) in compliance with 37 CFR 1.114. The reply must be filed within one of the following time 
periods: 

a) K| The period for reply expires 3_months from the mailing date of the final rejection. 

b) CD The period for reply expires on: (1) the mailing date of this Advisory Action, or (2) the date set forth in the final rejection, whichever is later. In 

no event, however, will the statutory period for reply expire later than SIX MONTHS from the mailing date of the final rejection. 

Examiner Note: If box 1 is checked, check either box (a) or (b). ONLY CHECK BOX (b) WHEN THE FIRST REPLY WAS FILED WITHIN TWO 

MONTHS OF THE FINAL REJECTION. See MPEP 706.07(f). 
Extensions of time may be obtained under 37 CFR 1 .136(a). The date on which the petition under 37 CFR 1.136(a) and the appropriate extension fee 
have been filed is the date for purposes of determining the period of extension and the corresponding amount of the fee. The appropriate extension fee 
under 37 CFR 1.17(a) is calculated from: (1) the expiration date of the shortened statutory period for reply originally set in the final Office action; or (2) as 
set forth in (b) above, if checked. Any reply received by the Office later than three months after the mailing date of the final rejection, even if timely filed, 
may reduce any earned patent term adjustment. See 37 CFR 1 .704(b). 
NOTICE OF APPEAL 

2. □ The Notice of Appeal was filed on . A brief in compliance with 37 CFR 41 .37 must be filed within two months of the date of 

filing the Notice of Appeal (37 CFR 41 .37(a)), or any extension thereof (37 CFR 41 .37(e)), to avoid dismissal of the appeal. Since a 
Notice of Appeal has been filed, any reply must be filed within the time period set forth in 37 CFR 41.37(a). 
AMENDMENTS 

3. □ The proposed amendment(s) filed after a final rejection, but prior to the date of filing a brief, will not be entered because 

(a) HH They raise new issues that would require further consideration and/or search (see NOTE below); 

(b) \Z\ They raise the issue of new matter (see NOTE below); 

(c) □ They are not deemed to place the application in better form for appeal by materially reducing or simplifying the issues for 

appeal; and/or 

(d) Q They present additional claims without canceling a corresponding number of finally rejected claims. 

NOTE: . (See 37 CFR 1.1 16 and 41.33(a)). 

4. □ The amendments are not in compliance with 37 CFR 1.121. See attached Notice of Non-Compliant Amendment (PTOL-324). 

5. ^ Applicant's reply has overcome the following rejection(s): 103(a) of claims 53, 61-63 over Mizuno et al . 

6. □ Newly proposed or amended claim(s) would be allowable if submitted in a separate, timely filed amendment canceling the 

non-allowable claim(s). 

7. £3 For purposes of appeal, the proposed amendment(s): a) □ will not be entered, or b) ^ will be entered and an explanation of 

how the new or amended claims would be rejected is provided below or appended. 
The status of the claim(s) is (or will be) as follows: 

Claim(s) allowed: . 

Claim(s) objected to: . 

Claim(s) rejected: 53-63 and 65-77 . 

Claim(s) withdrawn from consideration: . 

AFFIDAVIT OR OTHER EVIDENCE 

8. □ The affidavit or other evidence filed after a final action, but before or on the date of filing a Notice of Appeal will not be entered 

because applicant failed to provide a showing of good and sufficient reasons why the affidavit or other evidence is necessary and 
was not earlier presented. See 37 CFR 1.116(e). 

9. □ The affidavit or other evidence filed after the date of filing a Notice of Appeal, but prior to the date of filing a brief, will not be 

entered because the affidavit or other evidence failed to overcome all rejections under appeal and/or appellant fails to provide a 
showing a good and sufficient reasons why it is necessary and was not earlier presented. See 37 CFR 41 .33(d)(1 ). 

1 0. □ The affidavit or other evidence is entered. An explanation of the status of the claims after entry is below or attached. 
REQUEST FOR RECONSIDERATION/OTHER 

11. The request for reconsideration has been considered but does NOT place the application in condition for allowance because: 
See Continuation Sheet. 

12. □ Note the attached Information Disclosure Statements). (PTO/SB/08) Paper No(s). 

13. □ Other: . 

/Leon B Lankford/ 

Primary Examiner, Art Unit 1651 
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Continuation of 1 1. does NOT place the application in condition for allowance because: claims 53-63 and 65-77 would remain rejected 
under 35 USC 103(a) as obvious over Mizuno et al in view of Sah et al, Langer et al and Anseth et al as was previously described in the 
final rejection 

Applicant argues that Mizuno et al do not disclose or suggest a step of additionally crosslinking the multiple layers to form an integrated 
multi-layered gel. Applicant asserts that the layers of present invention are individual layers formed into a whole, i.e., integrated. 

This is not found persuasive because while Mizuno et al do not specifically teach an additional crosslinking step, they do teach an 
integrated multi-layered gel that forms a whole tissue construct used for tissue repair. The motivation to add the additional step of 
crosslinking comes from the secondary references of Sah et al and Anseth et al in order to achieve an enhanced engineered tissue 
construct. 

Applicant asserts that the present invention has unexpected and superior properties. Applicant asserts that the two-layered integrated 
tissue construct was stronger and had greater shear and peel strength characteristics than the mono-layered tissue constructs. 

This is not found persuasive because it would be expected that a two-layered construct would be stronger than a mono-layered 
construct. Also the prior art teaches that additional crosslinking increases the strength of a hydrogel and thus one of ordinary skill in the art 
would increase the crosslinking in situations where mature, strong cartilage was desired. 

Applicant argues that Mizuno et al fail to disclose or suggest placing the first polymer layer having first cells in an osteochondral tissue 
space. Applicant asserts that Mizuno et al repeatedly teach that the cell-seeded layer of the multi-layered tissue construct is not in direct 
contact with osteochondral tissue. Applicant asserts that Mizuno et al specifically and repeatedly teaches against such modification. 

This is not found persuasive because Mizuno et al teach that the reference 
method not be limited to any specific mechanism of action for the first polymer layer. In 

ONE embodiment, the first polymer layer is taught to prevent the infiltration of blood vessels and unwanted cells from the underlying bone 

tissue into the chondrocyte seeded matrix implanted into the articulating joint of the host (column 12 lines 31-37). 

This teaching does not state that the first polymer layer must not have cells, only that it 

may be undesirable in ONE embodiment for the cells from the underlying bone tissue to 

infiltrate into the chondrocyte seeded matrix of the second layer of the implant. In fact, 

Mizuno et al explicitly contemplates embodiments wherein the first polymer layer is so 

configured to facilitate the transmission of endocrine or paracrine signals from the native 

tissue of the host to the implanted cell seeded matrix (column 12 lines 20-31). In 

addition, Mizuno et al never explicitly require that the first polymer layer be cell free. 

Therefore, there is no "teaching away" from the inclusion of cells in the first polymer layer. There is never an indication in Mizuno et al that 
the inclusion of cells in the first polymer layer would hinder the implant from performing in its intended manner and Mizuno et al specifically 
suggest in one embodiment that the addition of cells to the first polymer layer would be desirable AND that the methods disclosed are not to 
be limited to one embodiment (column 2 lines 16-17). 

Applicant argues that none of the secondary references (Langer et al, Anseth et al and Sah et al) disclose or suggest the claimed 
method. 

In response to applicant's arguments against the references individually, one cannot show nonobviousness by attacking references 
individually where the rejections are based on combinations of references. See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1 981 ); In 
re Merck & Co., 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 1986). The secondary references are included in the obviousness rejection to 
show that those modifications to tissue repair methods (such as those claimed by Applicant) are known in the prior art to have certain 
advantages that would make them desirable and applicable to the tissue repair method of Mizuno et al. An artisan of ordinary skill in the art 
of multi-layered tissue constructs has good reason to pursue the known options within his or her technical grasp (KSR International Co. v. 
Teleflex Inc., 82 USPQ2d 1385 (US 2007). 
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